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CEMTHAL FAX CENTER 
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P-O. Box 1450 

Alexandria VA 22313-1450 



Sir: 



TRANSMITTAL OF APPEAL BRIEF 



Transmitted herewith Is the Appeal Brief In this applicaftion with respect to the Notice of Appeal filed on 
December 8, 2005. , 

The fee for filing this Appeal Brief la (37 CFR 1 . 1 7(c)) $500.00. 

(complete (4) or (b) as applicable) 

The proceedings herein are for a patent application and the provisions of 37 CFR 1.136(3) apply. 

□ (a) Applicant petitions for an €)dension of lime under 37 CFR 1.136 (fees: 37 CFR 1.17(a)(1>-(5)) for 

the total number of months checked below: 



one month 
hvo months 
three months 
four months 



$ 120.00 
$ 450.00 
$1020.00 
$1590.00 



G The etctenslon fee has already been filled in this application. 

0 (b) Appitcanl believes that no extension of term is required. However, thie conditional petition is being 
made to provide for the possibility that applicant has inadvertently overlool^ed the need for a petition 
and fee for extension of time. 

Please charge to Deposit Account 50-1078 the sum of $500.00 . At any time during the pendency of this 
application, please charge any fees required or credit any ovenseyment to Deposit Account 50-1078 
pursuant to 37 CFR 1.25. 

A duplicate copy of this transmittal letter is enclosed. 
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an envebpo addrMsed to: Ccmmts<ilaner for Patents. 
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In Re Application of: 

Jeffrey R. Satnpson 
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Filed: July 20, 1999 



For: Method of Producing Nucleic Acid Molecules 
with Reduced Secondary StructuTc 



Art Unit: 1635 

Examiner: Zara, James J. 

Docket No. 10990393-1 
(TKHR Docket No.: 501 13-1280) 

Appeal No.: 



APPEAL BRIEF UNDER 37 CRR. S41.37 

Mail Stop: Appeal Brief-Patents 
Conunissioner of Patents and Trademarks 
POBox 1450 

Alexandria, VA 22313-1450 

Sir: 

This Appeal Brief under 37 C.RR. § 4L37 is subxoitted in support of the Notice of 
Appeal filed December 8, 2005, which Brief responds to the final Office Action mailed June 
13, 2005 and the Advisory Action mailed December 22, 2005. 

It is not believed that extensions of time or fees are required to consider this Appeal 
Brief However, in the event that additional extensions of time are necessary to allow 
consideration of this paper, such extensions are hereby petitioned under 37 C.F,R. § 1 . 1 36(a), 
and any fees required therefor arc hereby authorized to be charged to Deposit Account No. 
50-1078. 
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I. Real Party in Interest 

The real pai-ty m interest of the instant application is Agilent Technologies, Inc., a 
Delaware corporation, having a principal place of business in Loveland, Colorado, 

II. Related Appeals and Interferences 

There are no known related appeals or intexferences that will affect or be affected by a 
decision in this Appeal. 

III. Status of Claims 
Claims 1 and 25-35 stand jfinally rejected. Claims 2-24 are canceled. No claims have 
been al lowed. The final rejections of claims 1 and 25-35 are appealed, 

IV. Status of Amendments 

A Final Office Action issued on June 13, 2005 in which claims 1 and 25-35 were 
rejected; claims 1-1 8 stood withdrawn from consideration. In a Response to the Final Office 
Action filed on August 15, 2005, claims 10-18 were canceled. In an Advisory Action mailed 
December 22, 2005, the Examiner entered the cancellation of claims 1 0-1 8. 

All of the above-identified amendments have been entered and no other amendments 
have been made to any of the claims. The claims in the attached Claims Appendix (see 
below) reflect the present state of those claims. 
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V. Summftrv of Clftimed Subject Matter 

The subject matter described in the following appears in the original disclosure at 
least where indicated, and may further appear in other places within the original disclosure. In 
one aspect, the present invention provides for a method of producing an unstructured nucleic 
acid, comprising the steps of i) providing a nucleic acid template including a first nucleic acid 
sequence and a second nucleic acid sequence substantially complementary to said first 
nucleic acid sequence; ii) providing nucleic acid precursors to produce said unstructured 
nucleic acid which is complementary with said fijcst and second nucleic acid sequences, said 
nucleotide precursors being imable to hybridize with complementary nucleotide precursors; 
and iii) contacting said nucleic acid template and said nucleotide precursors with an enzyme 
under conditions such that said unstructured nucleic acid is produced. Specification at page 
7, lines 4-11. 

The present invention also provides for a method described in the preceding 
paragraph wherein the nucleic acid precursors comprise at least two nucleotides capable of 
being incorporated enzymatically into a polynucleotide, and wherein said at least two 
nucleotides are unable to form intramolecular base pair but can form intermolccular base 
pairs. Specification at page 7, lines 12-15. 

In one aspect, the present invention provides a method of producing nucleic acid 
molecules wj th reduced levels of intramolecular base pairing by incorporating nucleotides 
having modified bases such that complementary bases in a nucleic acid molecule are unable 
to form stable hydrogen bond base pairs. A modified base pair may comprise one modified 
base and one natural base, or it may comprise two modilied bases. Preferably, modified 
bases are positioned in nucleic acid molecules of the present invention in sequence elements 
of substantially complementary sequence to reduce intramolecular base pairing. Nucl eic acid 

3 
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molecules of the present invention arc produced by any method. Specification at page 4, 
lines 3-10. 

In yet another preferred embodiment, nucleic acid molecules with reduced levels of 
secondary structure are produced by chemical synthesis or enzymatic synthesis. Preferably, 
nucleic acid molecules of the present invention are produced enzymatically. Specification at 
page 5, lines 22-24. 

VI. Gronnds of Reiectiop to be Reviewed on Appeal 

The following issue presents the ground of rejection to be reviewed on appeal: 
whether claims 1 and 25-35 arc anticipated under 35 U.S.C. §1 02(e) by Vivckananda et at, 
(U.S. Patent 6,569,630, ''Vtvekananda'") and Kutyavin et aL (U.S. Patent 5,912,340, 



Vn. Argn meats 

Applicant respectfully submits that claims 1 and 25-35 are allowable over 
Vivekananda and Kutyavin, 

Applicant respectfully requests that the Board of Patent Appeals overturn the final 
rejections of those claims for the reasons discussed below. 

A. Claim 1 is Patentable over Vivekananda 

Claims 1 and 25-34 are rejected under 35 U.S.C. 1 02(e) as being anticipated by 
Vivelzananda, Applicant traverses this rejection for at least the reason that Vivekananda does 
not teach or suggest at least the step of claim 1 of "providing a collection of nucleotides 
the collection including at least a first complementary nucleotide that hybridizes with a first 
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residue within the first sequence element on the template strand and a second complementary 

nucleotide that hybridizes wt}i a second residue within the second sequence clement on the 

template strand, wherein the first and second residues are complementary to one another but 

the first and second nucleotides have a reduced ability to form a stable hydrogen bonded base 

pair." In the Advisory Action mailed December 22, 2005, the Examiner responds to 

Applicant's previous arguments by asserting the following: 

Tn columns 20-24, 29-31, Vjvekananda et al. teach the synthesis of nucleic 
acid ligands that contain modified nucleotides that render intra-strand, 
complementary nucleotides with a reduced ability to form stable hydrogen 
bonded base pairs. 

Advisory Action at 2. Applicant respectfully traverses. For example, in cols. 20-21, 
Vivekananda simply provides a laundry list of various modified nucleotide bases, but still 
does not provide for the step of claim 1 recited above. 

In addition, the Advisory Actjojo, states that "the fact that aptamers are a preferred 
embodiment does not preclude Vivekananda as prior art of the instantly claimed invention.** 
Advisory Action at 2. Applicant traverses because the feature of claim 1 recited above is not 
taught by the aptamer embodiment of Vivekananda. Indeed, at the cols. 29-31 of 
Vivekananda cited by the Office, the nucleic acid ligands to be used arc consistently referred 
to as aptamers. See, eg., col. 29, lines 32-33. 39. 56-59, 63-67 and col. 30, lines 1-3. 
Vivekananda describe their nucleic acidfi as aptamers, that is "a nucleic acid that binds to 
another molecule ('target' as defined below). This binding interaction does not encompass 
standard nucleic acid/nucleic acid hydrogen bond formation Vivekananda, col. 8, lines 
27-33 (emphasis added). Additionally, and very importantly, Vivekananda specifically 
defines its •*nuclcic ecid ligands" in amaix. u;zt specifically excludes the feature of claim 1 
recited above. Vivekananda states the following: 

5 
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TJie meaning of ^'nucleic acid ligand" specifically excludes nucleic acids 
that bind to another nucleic acid through a mechanism which 
predominasttly depends on Watson/Crick base pairing. 

Vivekananda, col. 8, liues 4-7 (emphasis added). In contrast, as notcxJ above, claim 1 recites: 
"a collection of nucleotides . . the collection including at least a first complemeatary 
nucleotide that hybridizes with a first residue within the first sequence clement on the 
template strand and a second complementary nucleotide that hybridizes with a second residue 
within the second sequence element on the template strand. , .; and . - - polymerize the 
nucleotides under conditions and for a time sufficient to synthesize an unstructured nucleic 
acid." Clearly, the vinstructured nucleic acid recited in claim 1 is not anticipated by the 
nucleic acid ligand of Vivekananda because the unstructured nucleic acid of claim I is 
comprised of nucleotides that are capable of hybridizing to a template strand- 
No where does Vxveloananda teach or suggest first and second residues that are 
complementary to one another but have a reduced ability to form a stable hydrogen bonded 
base pair, as recited in claim 1. In addition, Vivekananda does not teach or suggest an 
uuostnictured nucleic acid in which two complementary nucleotides of the unstructured 
nucleic acid do not form an intramolecular base pair, as recited in claim 1, For at least these 
reasons, the rejection is misplaced and should be withdrawn. 

B. Claims 1 is Patentable over Kutyavln 

Claims 1 and 25-35 are rejected under 35 U.S-C 102(e) as being anticipated by 
Kutyavin. Applicant respectfully traverses for at least the reason that Kutyavin docs not teach 
or suggest at least any of the steps of claim 1. 

Attached as Exhibit "A" arc three schemes that Applicant has developed to help 
elucidate the present claims in view of the prior art and demonstrate the novelty and 

6 



PAGE 8/19 ' RCVD AT mm 4:1 6:47 PM [Eastem Standard Time] ' SYR:IISPT0€FXRF«2 ' DNIS:2738300' caD:77095109J3 ' DURATION (nin)-s$):05-2O 



02/98/2086 16:17 7709510933 



Application No: Sampson 
Serial No.: 09/358.14} 



THOMAS, KAYDEN 



PAGE 09/19 



nonobviousness of the claims in view of the prior art. As illustrated in Scheme A, prior to 
Kutyavin, strand invasion of double-stranded DNA orRNA was typically accomplished via 
the incorporation of a single strand of an. oligonucleotide into the double-stranded DNA or 
RNA. As demonstrated in Scheme B, Kutyavin discloses a matched set of oUgonucteotldes 
containing modified nucleotides, where each member of the set is able to hybridize with a 
complementary strand in a duplex nucleic acid molecule^ but is unable to hybridise with the 
other member of the matched set. Support for the characterization of the teachings of 
Kutyavin as illustrated in Scheme B can be found in at least the following passages of 
Kutyavin: 

In accordance with the present invention a matched pair of oligcnucieatides 
(ODNs) are provided where each member of the pair is complementary or 
substantially complementary in the Watson Crick sense to a target duplex 
sequence,... The ODNS of the invention... form substantially stable hybrids 
with the target sequence in each strand of duplex nucleic acid. 

The ODNs of the present invention are termed Selective Binding 
Complementary (SBC) ODNs. ... 

[A] key feature of the SBC ODNs of the present invention is that each one 
of a matched pair of the SBC ODNs is complementary, or substaatia.Uy 
complementary, to one target sequence in duplex nucleic acid wherein the 
target sequences are themselves complementary or substantially 
complementary to one another, and each one of the matched pair of SBC 
ODNs forms a stable hydrogen bonded hybrid with one strand of the target 
sequence. . . . Thus, the SBC ODNs are not hybridized to one another but 
they readily hybridize^ especially ... when the target is in long double 
stranded DNA, with both strands of the target sequence, 

Kutyavin at coL I, lines 39-67 and col, 2, lines 14-31 (emphasis added). In addition, 

Kutyavin refers to the modiJSed SBC nucleotides at the following passage: 

A sufficient number of the modified SBC nucleotides are incorporated such 
thai complementary positions in bath SBC ODNS are mad^Jted int^ a. 
matched pair of SBC ODNs of the present invention so that the pair of the 
matched set does not form a stable hybrid.,.. It is not necessary to replace 
each natural nucleotide of the ODN with a modified SBC nucleotide in order 
to accomplish this. Both members of the matched pair are however 
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complementary to a target sequence in double stranded or duplex nucleic acid, 
where the two strands or parts of the target duplex are themselves 
complementary or substaotially complementary to one another. As it is 
described in more detail below, an important use of tlic SBC ODNs of the 
present invention is hybridization with secondary structure of mRNA wherein 
the mJRNA itself forms a duplex, such as in haiipin loops.... Tlae general 
concept of double stranded DNA and of secondary structure in mRNA and 
ribosomal RNA is covered in this description by the term "duplex nucleic 
acid". 

Kutyavin at col. 4, lines 39-67 (emphasis added). I.n this passage, Kut)favin is referring to the 
formation of probes in, for example, a hybridization assay. In contrast, as recited in claim 1 , 
the targets themselves arc synthesized. 

As illustrated in Scheme C, one embodiment of claim 1 includes providing a nucleic 
acid template and providing nucleotides that have certain charactcrLstics\ such that when the 
nucleotides are polymerized to form an unstructured nucleic acid, the nucleotides do not form 
an intramalectUar base pair. Support for the illustration in Scheme C can be found in the 
specification at least at FIGs. 8A-8C and their attendant descriptions in the originally filed 
specification. This is novel and nonobvious in view of Kutyavin, Applicant discovered the 
following: 

[T]here is a correlation between the predicted stability of the polynucleotide's 
secondary structuxe and its efficiency as a target in tiie single-base extension 
reaction, HP28 is a more efl&cient target than HP26 which, in turn, is a more 
efficient target than HP21 suggesting that intramolecular target structures 
near a primer binding site can effect tlie pofymerase extension efficiency at 
that site. Thus because this same trend is exaggerated for the D [2-amino-2'- 
dcoxyadenosine-5'-triphosphate (dDTP)] and S [2-thiothyimdine-5- 
triphosphate (2-thioTTP)]-contaimng polynucleotides, the results support the 
conclusion that the roodifications do indeed alter the secondary structure of the 
polynucleotide targets. ... [TJhese results dearly demonstrate that 
iticorporating the 2-ixminoadenosine and 2'thiothymidine nucleotide pair 
ifttQ a polynucleotide sequence increases the utility of the polynucleotide in 
hybridization-based assays* 



' Note that Scheme C uses the term **modified nucleotides." This tcnn is merely for purposes of illustrating the 
concepts of Scheme C, as one embodiment, and not intended to liroit tijc scope of claim 1. Tho term "collection 
of nucleotides^ iti claim 1 should be given ita full scope and meaning in accordance witli the specification as 

originally filed, 
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Specification at last paragraph. ThuSj not all the stcps/fsatures of claim 1 arc tavght or 
suggested by Kutyavin. 

The Examiner argues in the Advisory Action that the distinction between inter- 
molecular and jntra-molecular base complementarity is only shown in the context of the 
target sequence. See Advisory Action at 4. The present claims recite **[al method of 
synthesizing an unstructured nucleic acid. . followed by multiple steps. Without admitting 
to the accuracy of the Examiner's argument, even if it were true, simply providing a target 
with the desired charactcristios does not anticipate a method of synthesizing the unstructured 
nucleic acid by the steps of claim 1. Therefore, for at least thi$ reason also, Kutyavin does 
not anticipate claim 1 . 

For at least these reasons, Applicant therefore respectfully requests that the rejection 
of claim 1 be withdrawn. 

C. Claims 25-34 are Patentable over Vivekananda and Kutyavin 

If independent claim 1 is allowable over the prior art of record, then its respective 
dependent claims 25-35 arc also allowable as a matter of law, because these dependetit claims 
contain all features/elements/steps of their respective independent claim. See, e.g.. In re 
Fine, 837 F.2d 1071, 5 U.S-P.Q.2d 1 596, 1600 (Fed. Cir. 1988). Additionally and 
notwithstanding the foregoing reasons for the allowability of claim 1, the dependent claims 
recite further features and/or combinations of features, as apparent by examination of the 
claims themselves, that are patcntably distinct from the prior art of record. Hence, there are 
oiliC: reasons wk .. '■ -.ly-^ depcndenv c!a;i:ns arc <aio-^v;/.'C r . j: V^ivekirnando d^-od^ K'-ityavin 
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D. Conclusion 

In summary, it .is Applicant's position that Applicant's claims are patentable over the 
applied prior art references and that the.rejection of these claims should be witJidrawn. 
Appellant therefore respectfully requests that the Board of Appeals overturn the Examiner's 
rejection and allow Applicant's pending claims. 

Respectfully submitted, 

By: 

Cynthia J. Lee ^ 
Registration No. 46,033 
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vm nnim^ Appendix under 37 C.RIL § 4^37fc)aXvjnl 

The following are the claims that are involved in this Appeal. 
1 , A method of synthesizing an unstructured nucleic acid, the method comprismg steps 

of: 

providing a nucleic acid template sti-and incUiding a first template sequence element 
and a second template sequence element that is substantially complementary to the first 

template sequence element; 

providing a collection of nucleotides sufficient to synthesize a nucleic acid strand 
complementaiy to at least a portion of the template nucjeic acid strand, which portion 
includes the first and swond template sequence elements, the collection including at least a 
first complementary nucleotide that hybridizes with a first residue within the first sequence 
clement on tiie template strand and a second complementary nucleotide that hybridizes witli a 
second residue within the second sequence element on the template strand, wherein the first 
and second residues are complementary to one another but the firet and second nucleotides 
have a reduced ability to form a stable hydrogen bonded base pair; and 

contacting the template and the nucleotides with an RNA polymerase enzyme 
characterized by an ability to polymerize the nucleotides under conditions and for a time 
sufficient to synthesize an unstructured nucleic acid in which said first complementary 
nucleotide and said second complementary nucleotide of the uxxstructured nucleic acid do not 
form an intramolecular base pair. 

2-24. (Cancel f!d) 
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25. (Previously added) The method of claim 1 , wherein said fir^t residue within said first 
sequence clement on the template strand is adenine and said second residue within said 
second sequence element on the template strand is thymidine; 

and wherebi said first complementary nucleotide is 2-thjothymidine 5 -triphosphate 
and said second complementary nucleotide is 2-amj.no-2'-dcoxyadenosine 5 -triphosphate. 

26. (Previously added) Die method of claim 1, wherein said first residue within said first 
sequence element on the template strand is adenine and said second residue within said 
second sequence element on the template strand is uridine; 

and wherein said first complementary nucleotide is 2-thiothyrojdine 5 -triphosphate 
and said second complementary nucleotide is 2-amino-2 -deoxyadenosine 5 -triphosphate. 

27. (Previously addcd)Tbe method of claim 1, wherein said first residue within the first 
sequence clement on the template strand is guauidine and said second residue within said 
second sequence element on the template strand is cytidine; 

and wherein said first complcmentaiy nucleotide is 2 -deoxypyrxolo-pyrimidinc 5*- 
triphosphatc and said second complementary nucleotide is 2*-dcoxyinosine 5'-triphosphate. 

28. (Previously added) The method of claim I, wherein said first residue within said first 
sequence element on the template strand is inosine and said second residue within said 
second sequence clement on the template strand is cytidine; 

and wherein snid first complementary nucleotide is 2-thio-2'-deoxycytidinG 5'- 
tnphosphate and said second complementary nucleotide is 2'-dcoxyguanosine 5'-triphosphate. 
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29. (Previously added) The method of claim 1 , wherein said first residue within said 
first sequence element on the templaite strand is adcaine and sai.d second residue within said 
second sequence element on the template strand is thymidine; 

and wherein said first eomplemcntary nucleotide is 2-thiouridine 5 -triphosphate and 
said second complementary nucleotide is 2-aminoadcnosine 5*-triphosphatc. 

30. (Previously added) The method of claim 1, wherein said first residue within said first 
sequence clement on the template strand is adenine and said second residue within said 
second sequence element on the template strand is uridine; 

and wh€a:ein said first complementary nucleotide is 2-thiouridinc 5 -triphosphate and 
said second complementary nucleotide is 2-aminoadenosine 5^-triphosphate. 

3 1 . (Previously added) The method of claim 1 , wherein said first residue within the first 
sequence element on the template strand is guanidine and said second residue within said 
second sequence element on the template strand is cytidine; 

and wherein said first complementary nucleotide is pyrrolo-pyrimidine 5 - 
triphosphate and said second complementary nucleotide is inosine 5 -triphosphate. 

32. (Previously added) The method of claim I, wherein said first residue within said first 
sequence element on the template strand is inosine and said second residue within said 
second sequence clement on the template strand is cytidine; 

and wherein said first complementary nucleotide is 2-thiocytidine 5*-triphosphate and 

sale sec ooo con; ^.^c/r.. .:tojy ' -.dic^ Aicc-il ,. jaaos:r;c ^-pcxit^v.. 
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33. (Previously added) The method of claim I, wherein said unstructured nucleic 
acid is at least 40 nucleotides in length. 

34. (Previously added) The method of claim 1, wherein said unstructured nucleic acid is 
at least 100 nucleotides in length. 

35. (Previously added) The method of claim 1 , wherein said unstructured nucleic acid is 
at least 500 nucleotides in length. 
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IX. Evidence Appendix under 37 C.F.IL S 41,37(OaUix) 

Attached hereto as evidence is Exhibit A, page 1 of 1. Exhibit A- was submitted by 
Applicant in a Response filed August 15, 2005. The Exaini.D.er considered .Exhibit A and 
eritercd it into the record, as indicated in the Advisory Acdon mailed Deccmb.er 22, 2005. 
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02/88/2686 16:17 7709518933 THOMAS, KAYDEN PAGE 18/19 

Application No: Sampson 
.Serial No. : 09/35SJ4J 

X. Related Froceedings Appendix under 37 CF.R. S 41,37(c)a)fx) 

There are .do related proccedj.ngs to be considered in this Appeal, Tberefore, no such 
proceedings are identified in this Appendix, 
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